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Amended Claims - Marked-Up Copy 



1. A method of treating, preventing or ameliorating 
chronic heart failure or acute heart failure in a patient the 
method comprising administering to the patient an effective 
amount of a compound that is able to reduce the production, 
absorption and/or the effect of an endotoxin 
(lipopolysaccharide; LPS) . 

2. (amended) A — The method of claim 1, wherein the heart 
failure includes tr eating, pr eventing or nmol in rn tin g 
endotoxin-mediated immune activation in acute or chronic heart 
failur e in a patient t he method co mprioing administering - to the 
pat ient an effective amount of a com pound tha t i o ab le to reduce 
the production, aboorption and/or the effect of an endotoxin 
-{lipop olyoaecharidc; LPS)- . 

3 . (amended) A method according to claim 1 and 2 wherein the 
compound is able to bind to an endotoxin (lipopolysaccharide; 
LPS) molecule. 

4 • (amended) A method according to claim 1 -fee-3— wherein, 
the compound is able to reduce the available endotoxin in the 
patient. 

5 - (amended) A method according to claim 1 to 4 wherein the 
compound is a bile acid. 

6 - (amended) A method according to claim 1 to 5 wherein the 
bile acid is any one of ursodesoxycholic acid, chemodeoxycholic 
acid, dehydrocholic acid, cholic acid and deoxycholic acid. 
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1 • (amended) A method according to claim 1 to 6 -wherein 
the compound is LPS binding protein, bactericidal/permeability 
increasing protein (BPI) , a lipoprotein, for instance but not 
exclusively low density lipoprotein (LDL) , high density 
lipoprotein (HDL) , very low density lipoprotein (VLDL) , 
apolipoprotein (a) , a lipoprotein mixture or an antibody capable 
of binding to endotoxin (lipopolysaccharide; LPS) . 

8 • (amended) A method according to claim 1 and 2 wherein 
the compound is able to bind to an endotoxin 
(lipopolysaccharide; LPS) molecule in the gut. 

9. (amended) A method according to claim 1 , 2 and 0 wherein 
the compound is able to reduce the absorption of endotoxin by 
the patient from the gut. 

10 . (amended) A method according to claim 1 , - 2 and 8 -> 9- 

wherein the compound is able to substantially reduce tile 
availability of endotoxin (lipopolysaccharide) for absorption 
from the gut, such that the amount of endotoxin that is absorbed 
is reduced or is less biologically active. 

11. (amended) A method according to claim 1 ,2 a nd 8 to 10 
wherein the compound is activated charcoal activated carbon, 
Fuller's earth, attapulgite, kaolin, bentonite or a clay or 
colostrum of human, bovine, or other mamallian origin 



Amended Claims - Marked-Up Copy 

12 . (amended) A method according to claim 1 and 2 , wherein 
the compound is an antibacterial agent . 

13 . (amended) A method according to claim — 2 and 12 
wherein the antibacterial agent is active in the gut. 

14 . (amended) A method according of claim 4^ — 2 and 12-? — 3r3- 
wherein the antibacterial agent is able to substantially reduce 
the amount of bacteria and/or free endotoxin 
(lipopolysaccharide) in the gut. 

15 . (amended) A method according of claim -3b — 2 and 12 to 14 
wherein the antibacterial agent is largely unabsorbed from the 
gut . 

16 • (amended) A method according of claim 4-? — 2 and 12 to 15 
wherein the antibacterial agent is an antibiotic, for instance 
but not exclusively non-absorbable antibiotics like neomycin, 
tobramycin, amphotericin B, and colistin. 

17 . (amended) A method according to claim 1 and 2 wherein 
the compound is able to inhibit the response by a cell to 
endotoxin (lipopolysaccharide; LPS) . 
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18. (amended) A method according to claim — 2 and 17 
wherein the compound is able to decrease the cytokine production 
by a cell in response to endotoxin (lipopolysaccharide ; LPS). 

19. (amended) A method according to claim ir-, — 2 — and 11-, — 1-8- 
wherein the compound is an antibody able to bind the CD14 
receptor, soluble CD14 receptor or an antibody or non- functional 
agonist of a toll-like receptor-? — part ic ularly toll like receptor 
4 and 2 . 

2 0 . (amended) A method according to claim i-, — 2 and 17 to 19 
wherein the compound is able to inhibit signalling via the CD14 
receptor or via a toll-like receptor-; — particularly toll like 
r e ceptor 4 and 2 . 

21. (amended) A method according to claim 1 and 2 
wherein the compound is able to reduce the permeability of . 
the gut wall to bacteria and/or endotoxin 
(lipopolysaccharide; LPS) . 

2 2 . (amended) A method according to claim 1-, — 2 a-nd 2 1 

wherein the agent is able to reduce the amount of bacteria 
and/or free endotoxin (lipopolysaccharide) that is able to 
translocate from the gut into the circulation of the patient. 



Amended Claims - Marked-Up Copy 



23 . (amended) A method according to claim i-7 — 2 — and 2 1 , 
22 wherein the agent is largely unabsorbed from the gut. 

24 . (amended) A method according to claim 1-, — 2 — and 21 to 
2-3- wherein the agent is IGF-1, allopurinol, oxipurinol, or 
any other unspecific xanthine oxidase inhibitor, or a 
specific xanthine oxidase inhibitor (like TMX-67) , liquorice 
or its derivatives, for example carbenoxolone , an alginate, 
sulf aerate or an agent that may form a hydrogel . 

2 5 . (amended) A method according to any one of — the 
preceding claima claim 1 wherein the compound is administered 
orally . 

26 . (amended) A method according to any one of the 
preceding claims claim 1 wherein the compound is 
administered intravenously. 

2 7 . (amended) A method according to any one of the 
preceding claims claim 1 wherein the compound is 
administered rectally. 
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■2-8-: — Uoc of a compound that — io able to bind to an 
endotoxin — (lipopolyaacaharidc ; — LPS) — molecule in the 

manufacture of a medieamont — f - e - r - -treat i ng , — preventing or 

ameliorating chronic heart — failure or acute heart failure in 
a patient. 

29-. — Uoc of a compound that io able to bind to an 
endotoxin — ( 1 ipopolyoaccharidc ; — LPS) — molecule in the 
manufacture of a medicament — for treating, — preventing or 

ameliorating endotoxin mediated immune activation in acute or 

chroni c h e ar t failure in a patient. 

3-9^ — The uoc of claim 2 8 or claim 2 9 wherein the compound 
io a bile acid or LPS binding protein or 
bactcricial/p cr m ca bility incrcaaing protein — (BPI) , — a 
lipoprotein, — for inotancc but not exclusively low denoity 
1- ipep - refee-i-n — (LDL) , — high den oity lipoprotein — (HDL) , — very low 
density lipoprotein — (VLDL) , — apol ipoprotcin — fa-H — a lipoprotein 
mixture or an antibody capable of binding to endotoxin 
(lipopolyoaccharide ; LPS) . — or art antibody capable of binding 
to LPS . 

34-; — Uoc of a compound that — is able to bind to an 
endotoxin — ( 1 ipopo lyoaccharidc ; — LPS) — molecule in th-e-g«rt— i-n 
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the manufacture of a medicament — for treating, — preventing or 
ameliorating chronic heart — failure or acute heart failure 
in a patient— 

3-3-5 — Uoc of a compound that — ia able to bind to an 
endotoxin — (lipopolyaaccharidc ; LPS) — molecule in the gut in 
the manufacture of a medicament four treating, — preventing 
or ameliorating endotoxin mediated immune activation in 
acute or chronic heart failure in a patient. 

•3-3-; — The use of claim 31 or claim 32 wherein the 
compound is activated charcoal, — activated carbon, — Fuller 1 3 
earth, — attapulgite, — kaolin or bentonite or a clay. 

34-5 — Uoc of an antibacterial agent in the manufacture of 

a medicament for treating, — preventing or ameliorating 
chronic heart failure or acute heart failure— in a patient. 

3-5-j — Uoc of an antibacterial agent in the manufacture 
of a medicament for treating, — preventing or ameliorating 
endotoxin mediated immune activation in acute or chronic 
heart failure — in a patient. 
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3-6^ — The uac of claim 34 or claim 3 5 wherein the compound 

io a non absorbable antibiot i c-? — for instance but not 
exclusively -; — like neomycin, — tobramycin-? — amphotericin B, — an4 
coliotin . 

37. Use of a compound that io able to inhibit the 
rcoponoc by a cell to endotoxin — (lipopolyoacoharido; LPS) 
in the m an u f acture of a medicament for treating, preventing 
or ameliorati ng chr onic heart failure or acute heart 
failure in a patient. 

38. Use of a compound that io able to inhibit the 

rcoponoc by a cell to endotoxin — ( lipopolyoacchar idc ; — LPS) — ±r 
th e manufacture of a medicam e nt for treating, — prevent ing" or 

ame lio rating endotoxin mediated immune activation in acute 

or chronic heart failure in a patient. 

— The use of claim 37 or claim 38 wherein the 
compound io an antibody able to bind the CD14 receptor, 
oolublc CD14 receptor or an antibody or non functional 
agonist of a toll like receptor, particularly to ll ■ lik e 
receptor 4 and 2 . . 
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4-9-: — Uoc of an agent that — ia able to reduce the 

p e r me ability of t h e -gut- -wa-M- ~fc e- -ha gfc c-3? i-a- a-nd-/ o-r e ' FteLefe - ex i - K 

(LPS) — in the manufacture of a medicament — for tr e ating , 
preventing or ameliorating chronic heart failure or acute 
heart — failure — in a patient. 

A^r-. — Use of an agent that is able to reduce the 
p e r m eabilit y of the gut wall t o bacteria and/or endoto x in 
4±rPS-) — in the ■■ manuf acture of a medicament for treating, 
preventing or ameliorating endotoxin mediated immune 
a ctivation in acut e or chronic heart failure in a patient. 

4rS-^ — The use of — claim 40 — or claim 41 wherein the agent — i-a 

IGF- 1 , — ailopurinol , — oxipurinol , — or any other unopecific 
xanth ine oxidase i nhibitor, — or a specific xanthine oxidase 
inhibitor — (like TMX 67) , — liquorice or its derivatives, — f-e^e 
e xamp - l c c ar b c n o x olonc , — an alginate, — aulfacratc or an agent 
fehat m ay f o r m a hydrogel . 

43. (amended) The method or uoc of any- of — t he preceding 
clai m s claim 1 wherein a HMG- coenzyme A- reductase inhibitor 
that is able to increase lipoprotein levels and is not used 
to lower LDL / cholesterol levels is administered to the 
patient. 
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The combin e d app l i cati on of t my method or use - of any of the. pr ece ding claims in, mi individti i il 

patient. 

4 5 . (amended) The method or use of any of the preceding 
c laims claim 1 wherein a diuretic is administered to the 
patient . 

4 6 . (amended) A pharmaceutical formulation according to 
claim 78, wherein the compound is comprising bile acid or BPI 
or LPS binding protein, a lipoprotein-; — for inatancc but not 
cxoluoivoly like low density lipoprotein — (LDP) , — high density 
lipoprotein — (HDL) , — very low density lipoprotein — (VLDL) , 
apolipoprotcin — (-a-)-, a lipoprotein mixture, or an antibody 
capable of binding LPS and a diuretic . 

4 7 . (amended) A— The pharmaceutical formulation according 
to claim 78 comprising a compound that is able to bind to an 
endotoxin (lipopolysaccharide ; LPS) molecule in the gut and a 
diuretic . 



48. (amended) A — The pharmaceutical formulation according 
to claim 78 comprising an antibacterial agent and a diuretic. 
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49. (amended) A — The pharmaceutical formulation according 
to claim 78 comprising a compound that is able to inhibit the 
response by a cell to endotoxin (lipopolysaccharide; LPS) and 
a diuretic. 

50. (amended) A — The pharmaceutical formulation 
according to claim 78 comprising an agent that is able to 
reduce the permeability of the gut wall to bacteria and/or 
endotoxin (LPS) and a diuretic. 

•54-: — Any novel method of treating, — preventing or 
ameliorating acute - or chronic heart — failure aa herein 
diocloocd . 

52. Any novel pharmaceutical comp os ition as herein 

diocloocd . 

53 . A method of treating or ameliorating body wasting 
or cachexia in a patient with liver cirrhosis, chronic 
obstructive pulmonary disease, chronic renal failure, 
diabetes, rheumatoid arthritis in a patient the method 
comprising administering to the patient an effective amount 
of a compound that is able to reduce the production, 



Amended Claims - Marked-Up Copy 

absorption and/or the effect of an 10 endotoxin 
(lipopolysaccharide ; LPS) . 

54 . (amended) A — The method of claim 53 , wherein the 
patient's condition further comprises treating, — preventing or - 
ameliorating endotoxin-mediated immune activation in body 
waoting or cachexia in a patient with liver cirrhoaio, 
chronic obotructivo pulmonary diacaoc, — chronic renal — failure - , 
diabetes , — rheumatoid arthritic the method comprioing 
adminiotcring to the patient an effective amount of a 
compound that is able to reduce the 15 production, — absorption 
and/or the effect of an endotoxin — ( 1 ipopolyaacchar ide , - — LPS) . 

55. (amended) A method according to claim 53 and 54 
wherein the compound is able to bind to an endotoxin 
(lipopolysaccharide; LPS) molecule. 

56. (amended) A method according to claim 53 to 55 
wherein the compound is able to reduce the available 
endotoxin in the patient. 



57. (amended) A method according to claim 53 to 56 
wherein the compound is a bile acid. 
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58. (amended) A method according to claim 53 to 56 57 
wherein the bile acid is any one of ursodesoxycholic acid, 
chemodeoxycholic acid, dehydrocholic acid, cholic acid and 
deoxycholic acid. 

59. (amended) A method according to claim 53 t o 5 6 
wherein the compound is LPS binding protein. 

60. (amended) A method according to claim 53 to 56 
wherein the compound is bactericidal/permeability increasing 
protein (BPI) . 

61 . (amended) A method according to claim 53 to 56 
wherein the compound is— a lipoprotein^ — for inotancc, — lew 
deasi-fey lipoprotein (LDL) , hi-gh---de - neife-y lipoprotein (HDL) , 
very low denoity Mpoprotcin — (VLDL) , — apolipoprotoin — {^H — a- 
lipoprotein mixture . 

62 . (amended) A method according to claim 53 to 56 

wherein the treat m en t compound is a combination of—a- 

compound according claim 59 and claim 6 1 LPS binding protein 
and a lipoprotein . 



Amended Claims - Marked-Up Copy 

63 . (amended) A method according to claim 53 to 56 
wherein the compound is e*=— an antibody capable of binding to 
endotoxin (lipopolysaccharide ; LPS). 

64 . A method ac co rdi n g to ■ claim 53 to 56 wherein the 
compound ia or an antibody capable of binding to endotoxin 
( lipopolyoaccharide ; — LPS) . 

65. (amended) A method according to claim 53 to 5 6 wherein 
the compound is an antibody able to bind to the CD 14 receptor. 

66. (amended) A method according to claim 53 to 56 
wherein the compound is a soluble CD14 receptor. 

67. (amended) A method according to claim 53 to 56 
wherein the compound is a drug blocking effectively signaling 
through toll -like receptors-? — for inotancc toll — like receptor 
4 and toll — like receptor 2 . 

68. (amended) A method according to claim 53 to 56 
wherein the compound is colostrum of human, bovine, or other 
mamallian origin. 
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69 . (amended) A method according to claim 53 to 56 
wherein the compound is able to inhibit the response by a 
cell to endotoxin (lipopolysaccharide; LPS) . 

7 0 . (amended) A method according to claim 53 to 56 and 6 9 

wherein the compound is able to decrease the cytokine 
production by a cell in response to endotoxin 
(lipopolysaccharide; LPS) . 

— A method according to claim 53, — 5 4 and 69, — and 7 0 
wherein the compou nd io a compound n amed in ela-im 57 to 6 8 . 

72 . (amended) A method according to any one of the 
preceding claimo claim 53 wherein the compound is administered 
orally . 

73 . (amended) A method according to any o ne of the 
precedi n g claimo claim 53 wherein the compound is 
administered intravenously. 

74 . A method according to any one of the preceding 
claima claim 53 wherein the compound is administered 
rectally . 
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: f-S-. — The combined application of any method or use of 
a-ny of the preceding claimo in an indi vidua l patient. 

76. (ne w) A method according to claim 17, wher ein the 

compound is an antibody able to bind the CD14 receptor, 
soluble CD14 recept or or an antibody or non- functional 
agonist against the toll-like receptor 4 and 2. 

77. (new) A me thod according to claim 17, wherein the 

compound is able to inhibi t signalling via the CD14 receptor 
or via the to ll -like rece ptor 4 and 2. 

78. (new) A pharmaceutical formulation comprising a 

diuretic and a co mpound chosen from the group consisting of: 

a) bile ac id or BI or LPS binding pr otein, a 

lipoprotein, a lipoprotein mixture, or an antibody capable 
of binding LPS; 

b) a compound that is able to bind to an endotoxin 

(lipopolysaccharid e; LPS) molecule in the gut; 
c_) an antibacterial a gent; 

d) a compound that is able to inhibit the response by 

a cell to end otoxin (lipopolysac charide; LPS) ; and 

e) an agent that is able to reduce the premeability 

of the put wall to bacteria and/or endotoxin (LPS) . 
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19. (new) A pharmaceutical formulation according to 

claim 78, wherein the compound is a lipoprotein chosen from 
the group consisting of low density lipoprotein (LDL) , high 
density lipoprotein (HDL) , very low density lipoprotein 
(VLDL) , and apolipoprotein (a) . 

80. (new) A method according to claim 53, wherein the 

compound is a lipoprotein chosen from the group consisting 
of low density lipoprotein (LDL) , high density lipoprotein 
(HDL) , very low density lipoprotein (VLDL) , apolipoprotein 
(a) , a lipoprotein mixture. 

81. (new) A method according to claim 53, wherein the 

compound is a drug blocking effectively signaling through 
the toll-like receptor 4 and toll-like receptor 2. 
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